This confirmed that amodiaquine was not present as such in the tissues.
The second pigmented nail bed was sent to Dr. Colin Adams (histopathologist, Guy's Hospital) . In order to save the pigment the nail bed was packed in cardice and sectioned fresh on the cryostat. It was revealed that three types of pigment were present: (1) Hmmosiderin-free iron detected by Perles' ferricyanide test. (2) 
Polysaccharide (periodic acid
Schiff and alcian blue) J In the opinion of Dr. Adams the presence in the tissues of free iron and oxidized lipid pigment lipofuscin indicates an old hemorrhage even though the vessels appeared normal when biopsy was performed.
When extraneous agents are excluded it was thought that a strong reducing agent could only be melanin. However, when amodiaquine was tested in vitro with ferric ferricyanide, it gave as strong a reaction as melanin, but chloroquine and quinine did not.
Both chloroquine and amodiaquine are aminoquinolines, but amodiaquine, unlike chloroquine, has a phenolic ring; therefore it was deduced that amodiaquine reduced ferric ferricyanide on account of this phenolic ring.
Other anti-malarials are known to give rise to ochronosis-like pigmentation: Atabrine (mepacrine) used as a malarial suppressive in the Pacific during the war produced similar pigmentation (Cole et al., 1953; Goodman and Gilman, 1955) .
In the condition ochronosis, which is associated with alcaptonuria, the pigment which is excreted in the urine and laid down in the tissues is known to be oxidized homogentisic acid. The colour in this condition is bluish black or greyish black.
Homogentisate oxidase is the enzyme which converts homogentisic acid to maleyl-acetoacetic acid in the main metabolic pathway of trytophan, phenylalanine, and tyrosine (La Du et al., 1958) .
It may well be that amodiaquine or its complex breakdown products inhibit homogentisate oxidase locally in the tissues causing focal pigmentation. I wish to thank Dr. Louis Forman, Dr. E. J. Moynahan, Dr. Colin Adams, and Professor R. T. Williams for their help with this case. Dr. C. D. Calnan: In Paris two years ago, three or four patients like this were shown at the Rothschild Hospital. They presented large areas of pigmentation over the legs particularly, apart from the nails, and in the mouth. I am most grateful to Dr. Maguire for showing this case and for working it out so beautifully.
Dr. K. V. Sanderson: During the war in the Pacific area I believe a large number of cases of this kind were seen. I saw a number myself, and I know other physicians regarded it as common among troops who were taking at the time mepacrine, 600 mg a week. Another common area for pigmentation was the palate.
Dr. E. J. Moynahan: Is the substance not found in the urine? It must be excreted eventually. One would expect to find quite a lot by feeding these people on amodiaquine. The important thing is, of course, the blueness of the nails. Where pigment is present in a structure like the nail there will tend to be an optical blue coloration and it undoubtedly contributes to the colour, but it is not the whole answer. If there is an enzyme defect I would expect to find something in the urine.
Dr. D. E. Sharvill: Was there any fluorescence of the hair or finger nails? Dr. A. Maguire: There was no fluorescence of hair or finger nails. Dr projecting 2 in. (5 cm) from the surface of adjacent skin occupies the left groin (Fig. 1) . In the crevices between the vegetations there is a copious thin yellowish evil-smelling fluid. No frank ulcer is visible. The vegetations bleed if disturbed. Where the lesion joins the surrounding skin, the latter is purplish brown, firm and shiny. This is best seen at the upper medial border of the lesion. There is no striking adenopathy anywhere, the liver and spleen cannot be felt and he is afebrile.
Investigations.-Blood W.R. and Kahn negative. Frei test negative. Mantoux 1:10,000 negative. Hb 72%. W.B.C. 6,500, polys. 84%.
Skiagrams of chest and left knee normal. Biopsy of lesion: pseudo-epitheliomatous hyperplasia of marked degree: dermal infiltrate containing numerous plasma cells, histiocytes and foci of polymorphs. Giemsa stained preparations show a small number of histiocytes containing cytoplasmic granules resembling Donovan bodies.
Comment.-This is regarded as a long-standing case of granuloma inguinale in which pseudoepitheliomatous hyperplasia has developed from the ulcer.
POSTSCRIPT.-The lesion failed to respond to treatment with streptomycin and chlortetracycline and was excised. Histological examination of the mass gave no new information. There was no evidence of malignant change and the regional lymph glands showed non-specific inflammatory changes. Cultures on chorioallantoic membrane failed to grow any significant organism.
Group Captain H. E. Bellringer: A number of years ago, when serving in Kurdistan, I saw a case which was almost identical with this, and it turned out to be granuloma inguinale, with the additional feature that the whole dermis had been eroded. When I first saw the patient, a Kurd, he was denuded of skin over the ventral surface of the body from half an inch below the umbilicus to just above the knees. The disease had been present for about ten years. It was so like the present case that one supports the diagnosis on clinical grounds.
Dr. C. D. Calnan: I should like to support Dr. Hare's diagnosis, although these cases are difficult. I saw a case of granuloma inguinale in a negro in America recently, where it is not uncommon. The patient had had three or four biopsies over a few years, and, because neoplastic change was not confirmed, no surgery was carried out. Eventually there was confirmation of carcinoma but by that time it was too late; the lymphatics go deep into the pelvis. I should have thought that the risks supported early surgery.
Dr. Louis Forman: I have under treatment a man with a giant warty mass filling the internatal cleft and spreading the buttocks apart. The epithelium showed a gross simple hypertrophy and marked papillomatosus. The diagnosis was a non-malignant virus wart. The appearance of the warty epithelium in Dr. Hare's patient is very similar to that seen in my case.
Dr. C. D. Calnan: I am merely suggesting that we should not wait too long. The patient is having chemotherapy at the moment.
The following cases were also shown:
